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(57) Abstract: It is intended to provide novel medicinal composi- 
tions for eliminating pain and anxiety. Namely, medicinal compo- 
sitions containing lactoferrin as the active ingredient. These com- 
positions are useful in treating at least one disease or condition se- 
lected from among the group consisting of pains including pain at 
the first phase and pain at the second phase, anxiety and stress. 
In particular, these compositions are useful in relieving or elimi- 
nating pain and anxiety which seriously worsen the quality of life 
of terminal cancer patients. These compositions are also useful in 
treating pains including pain in the first phase and pain in the sec- 
ond phase and inflammation accompanying arthritis or diseases at 
bones/joints (for example, rheumatoid arthritis, arthritis deformans, 
stiff shoulder due to age, traumas caused by exercises such as ten- 
nis elbow syndrome and baseball shoulder, low back pain). 
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»l©pg©S^^**S«©*fc©K:ffit)n5©tt, 7ir h7S/7x>, 
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i 



WO 03/061688 



PCT/JP03/00350 



(QOL) fi±©fc&fc£MT&<> ^«S#^^ii:H-5x^;i/^-^#-5 
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ifim?T\,*zz.t\ztia*., mm<D$motctb. rate 7~io a n 1 m\z-?s.z>z\ 

10 fc<£t>i/3©J£#fc»£U Mti3&<DftmifiTmfcM\Z> V3\ZT&gfc\,*t 

. #Hifttrai^K:«aBJii*#fli , r'<i/i:-r*a^,sA*a. ttttffffl^oiMtriit 
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j?>ito«*t^iffi:3> h D-;wsnTv>s»£T'b, gnosis 
thru, pfisi, zwmm-im.* bbb* #*fk mst, ±j&© 

20 kius-© 3 msk±frt>n* 30 se^s so i^jstSui^utstiT 

m^H^T«, mfc mm. xhi^ !M;i<;*«*s**aif&n*. »©^ 
zmmt, ^s©^, ji> m* mn-rzt&BTzzth&Zo 
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^^7>^>i^fcSfcoT^ai:3fe*^^n^$/^— If-i 2 ©3K 

&tt£htfy#kL JftftaBttTr^af-S^^n^S/y^— fe?-2 (cox-2) 

5 swK:a§-r* cox-2 mmnotim-ztb*, cox -2 Mam* *xtd^ hxm 

15 ^n~>^5>, ftft«i««l,.tt-f >^-n-f*>-e ttW6>H»^ 

mf?%$?>mifr\z&z>o w®0&*£*«>aK:rau finno^^fiinftM 
n*flrc»3rr«. i/fe^t, jiM&tt»**R»3iis5 2:£fc<» ;ss©^± 

h7i'J v»5^53&ifli?L»'»©3lN-4»K:^*n*«i!S^ttSaH*C 1 
l939¥fc4 i ?L4'{c^J,$n, •€■©&, ^v^©#<©if¥Ll&^©?LH- 
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Proc. Natl. Acad. Sci. USA 84: 1769-1773, 1987 ¥) o k htft ¥L?+« 

S^^Pfl±-r^)f^ffl (S^, Chemothrapy 39: 829-835 (1991) ) 
10 >fcWSLfcftUB£LT«> tfitfXt^ (Bezault et al., Cancer Res. 54: 2310- 
2312 (1994) ) > fg#>« (MW$, Jpn. J. Cancer Res. 88: 523-526 
(1997) ) , 4ggPffi± (AM, E£lfc&$ 34:376-381 (2000) ) , $ 5 fc jfiLf= 

«f^sias-rsc:i:K:«fcs^>e»0Ba# ^6ohib^^>^#^# 

IB* (2001^10 3) ) *»ift*ftT*fc. 5^h7i'J>tt4#fi«D 
^r*«»0|»«tl/T©««l*«Mil*nT*fc. $6CIfit[t CMJFFifc 

mm, *)©#>©-#«, mmo^mmmmm^mrmmmmmib^n 

teWttUtfT^ ff&ttNtffliE* S+~B3-Hir ttftRft, f^^M, TOW© 
25 %BJ©Bi^ 

*5BW#«ttft¥K:*>*: D 7 * h 7x U >©#ffl fco^T#f^£*teTiirfc. 
W^i(ilUfc7^h7i'J> (-a-5>-7>F> Tatua ?LII#*t§!L M 

^87%) ®mtttemftm*Mmzmn&*LT%toz<Dm&%*2tsift'3 
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7c. lSg^fc^SftttftttlttfCtt, SStg#S©5g/kgTt)S«Bf^.tt*o 
&<K*&n^ofc. gi*&4g£ 2g/kg fcRjfeU&WMM&fcfcfr* 3 * 

tctfoT. 7? h7x Sofc<$tt#fc<, #>*§#© 

5 <£ 5 75: immunocompromized hosts fcJBSrT S 0 ftAtf ftH^B&lf U # >^ 

fcfc*£«#ig2inT5$:fc&-)SBfc& (4#S 2000-357573 #M) . 

15 #fgBJ#£>te> n£aMtr&fflfr>« (i) #y b7V-hxXK 

(2) *KiJ>rXh, (3) Sm^<^>^x^h^©^^||^b7 u cKl^ 

&. ^(omm. ^*rn©"r^h"et>«p«rc7^h7x'j>sfs#-rst, 

25 1~3#PI) . 

mzfimWm&VT^Z (£ffl, Exc. Med. Int. Congr. Ser. 1195: 
429-441,2000^) ifi. *¥£W%Z\Z. 7? h7x U >&Vfl%Wl®!?h$iZ 
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MKB*MitZ>&5\z.?3iZ 0 7^a/\'>hW»^7«; Md7# h7x'J 
&fc>l3> 7* h 7i 'J >l:}iiffi Wirt.it IHi^t§^*^5 c t ^ 
tts-iSMJ#f£/m ^ffi^ffi^TO^f ^ff^^^Tab^o 

-otc mnm 8 #pi) . $e>{c*%0j#e»©^^i;ti^ ^^h7xu>« 

25 £^T;i<h^Bj£jW;:&o£: (^BJiSfflff^ll^M 12&£tfl3#!) « 
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Bltt, 7 7 h7 *V >®*\z&Z&±bmm(DM<>&&-ttf77T*$>Z> 
(HJStfill) . **P<0.01 (Student's t-test) > A— tt mean+SEo 

io mm. o«7^b7iu>sm 

7T&3 o **P<0.01 (Student's t-test) , /\*-&Mean+SE. 

m 5 tt, jM'TU >&#&© 50^KK:*^*S±tJlil***-r^77T** 

(H»J3) , £«©^77tt»iffi, *ioy77«fri©^sit. 
i5 0 6 >&&&© 5o^ran*Jts£±tfiaSfc*S"r^7 7-r*s 

(»J3) o £«©^77ttilffl, *flHO^7 7tt^=:ffi0^**S"r. 
@7H > J ^O7x7"^^©^»0J^m^T^^7TS^ (^3) . 
B8tt, 7^h7x'J>©»$J«g'ry77t*§ (*»J3) o 
B9«, ^yhOMO^XT^S (^5S^5) . ±«;3E*7yK + S* ; 
20 75?aA>hifli7S/h, ; 77 h7x I) >&i(8Qfi!#bfc75?3./1> h$& 

0 10 tt, 7>^A*> KfflHJS*J;^7i?3.;t> K^fflBJ^tvenaiBK* 
(%) ^lf:^77^5 (HMM 5) . 

Blltt, Mexiontest©3£3l£^L£7*7 7T&£ (H»J 5) . 
25 BU2A~C«U 77 h7i'J>©7^A>FHi^7 7 MCfcttS?&*3» 
*^lfc^77T?»5 (H»J6) . MIC, 75>aA> 7 
5>a/t>K#ffl«Ji©MWS, Flexion test ©^m^^T. ^n^tL • 

Hl3tt, 77 h7xU>£#I§lS:-#Uifc«£©* 75>3./t> 
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&<E> (§H«J7) o 

mmm8) «, 

Ttk~? if 7 7 ~T:%>Z>. m P<0.005, W$ P<0.001 (vs. control, Student's t-test) . 
**P<0.01 (vs. control, Dunnett's test) 

7^S7x'J>©^4, B«*D, #»fcU *P<0.05, **P<0.01 
10 (vs. control, Dunnett's test) 

. m i7A \t. hy xu >Mm&*BiUWL-$LrcM&<Dih*<D7? h7xu 

>I«SjSl/fc^777?*5 (gftftl 14) . 0 17B h7iU>«»« 

15 %31|<PffiE»lft8£g3 

*56WO*ff««*Jaitt, 7^b7x'J>^fM^tlT^Wtife5. 

V^&£57 b7xU>£fcfflV>S;i 7^h7x'JMi^ 
^Stf* 8 tfggcpiSf^T?* D2i©3 h £o < 

20 XWrng-?^? r77h7x>J>J fctt, ft-f*>7U-OS!^5^ 

ftfcDl:, 77b7x'J>0^i (MAfck 7^h7x'J>^>/^Ktfc 

# h 7x 'j >*ir^3 >7^7"5 >at$sn, r?* h7x'j>^>/^io 

ll^lij fcfcjU 77h7x'J>^>/^S©77h7x'Jy>llffl^f5 
^T^-f H*****!*. *^0J<D«tl«> 7^h7x'J> (tfctt7^b7x 
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*%m<DW.$.mz, mnm, mm, mm. ^mm, hn- 
^m<DMMT*nm\zm?%)ittf-T!%z>o mnm^m^m, mm, mum, m\. 

#mjs<DMMznMik?%mzm*z>Mmmtvx\t, %m, mm, ?)vn 

bT\mB&, %)V#*r 9 s*?)Hz)VU-Z (CMC) , t:HD^i/yDt!;i/-fe 

)\>u-7, (hpc) , ^;^^>/^5 1 ;nr;i/D-x-^-hU^A±t, #ytr:i;u 

JUigttfc&ST SfcJ?)©&^Ji LTfo, PH5-6 Ti&flrT £ fc D^v-y D kT 
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5 

#fg0J#£te r ftlCbfcffl^ffi® PCT/JP01/10212 (WO02/41912) Tp)£LT 
V>5 £ -5 C , IWttJItU: & 7 ? h 7 x U > • -fe £ V> 5 *t #M *«#flE 

25 ;U£->x5y^ N 7x<X t b*D*;>7*Ptr;M5 1 ;Hz;Wn-7 • 

#'J7-, 7k\z?ffe<DJL?)V^)Vu-7,&&T$7 ?l J 7 )V*)V*$7 2 V W-h 

tMzGMfrz<stsmizftM?z-t)\ £tc\m®f&ft%<$;tsmmzmm\* 
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x'j> zmmhtzo tsitommw<D7 ? h y x u <=> nr c 
n^ntcm^m^ mm&r&zfr^ frits mki-hvv&2.og\z%>mm. 

10 24ml%>£Z£7k*1)\\%.X®frV. 1000ml thtcfg-®. (pH1.2, H*^^t • 
-flS!*®^ 41) 43 0.2M U >m 2 7K^^J U ^ 250ml \Z 0.2N TRIHb 

^- h U 118ml fcckU^JO^T 1000ml t lstcm~m (pH6.8) 

viTTOtt&^i-sjitfccfco, mmtzzttfrgZo ^-^{ci2o^r^ 
x h z ^ e> & § i¥£ d $ n s '>& < t % -o © mm £ & *ffl«-r s 
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xmwouj&mt, m<D&m. mxtzmmm c^t** ax<>> <?ti«n 
10 *tht3it>'r& J 3-?zzttfr%z. 

*»W©fcjfcftJ4, -J&ftHCte, W$f£#£LT-B^fc0i!$0.1mg~i& 
50,000mg, 0? * L/ < te$J 0.5mg~i® lO.OOOmg £> * t>$? * U < te$J 10mg~ 
$2,000mg£, -«fc*fctt#fRlLT, *»W©lftl«*fc«fc*ffl*^St* 

25 #S©«WK:«fcftKk *tr*< H©MfPffi*C»S**«i«, #«»4>«©ffi#tt 

wssnr, a#$nfc»«©-«ttffittA»T*ofc. ufc^ot, 7^h7 

58ibfc7^TH «©+K hAO»l^±#ni:t(:Jl@U, ens 
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&&mmiz.ikit\sit. tzt* &m<D-?-%-r&zmmmifcm : ? (tnf-<x) 

. tfmmzfcTV, ttfcfettlM h*OT**-f >^-D>T + >-10 (IL-10) *« 

10 zttzk-DT, &m<D^ffi&£z£fem®%z^?z.twMZfr\zfc-D tea mm& 
<mmm i> 

nfcfclh^^ h7xU> (*fi&98%&±) 0.5^ A \Z. mn^\ t UW25ify 

nw£5m\\z®frhT®ffi : mrt'z>o mmwurMzxnxm^ 

25 <«jg^ 2> 

ytfWtSZv^J h7xU>50mg^Wr^li:g8mm, US 180mg 

x;n%, x^y-;i/45%s m^^5 i ix>45%«fc0^^j®j§'[4n— T^ytfm* 
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<nmm 3> 

^&^£>&ttib£^ b:7xU>lkg£7 7k*7^£*0.9kg£2iI£U SI 
&&mmWZm^Tjg%LL, B*mtm®M60g*M&V, ^UTE&lOmm 
5 1 faomm. lOOmg fc^ItTPfiififii: bfc. 

h7x»j> 5.5kg, ¥Ut8k g , ^"fe;i/D-7. iokg, 
ir^p-x • *;i/->^A ikg, ^u-feu >mj»mxxT-;i' o.5kg mm 

10 ^JlCD^afc^T^fbL^, h7xU>^ l^f {C50mg^M^ 
8mm, Mfi¥^25Omg0^JtilPJE^l'fc o >^$£ 
(7P-r>h0H OHO ©, /W3-?-HCT-48N) fcAft, -fe7y^30SP, 

15 

20 X^-*7»; h (6il^) 10«£fcfE&fc2#fc$W, *;UTU 

>&ftt<D l NpKlttfiC, #JIl&fcfcfc£S£i&* (lml/kg) , 7? h7i'J 
U41fti*K:af»Ufc«)'>7^ h7x'J > (lOOmg/kg, tatua¥Ut#Ml, 

25 Sllbfc (01*^0 2) o . 

P<o.oooi^T0/i:l^¥irW^^^ofeo $6(:HM©77h7x'J 
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<H»J2 (W7U>rXh (tttt£lk) ) > 

10 ^i*4^t5A>**Wbfc. 

Jtttof'f^^-JS^yh (6jS^) 14 2 Wfcfl-tt, -7j©S¥ 

»»«*E«*H»»* (B*^l/7CE-2) , tfCErO»eCB-2lCl%©^S/ 

15 (0 3*J;^i4) o 

p<o.oooiOT©^^T^it^&ofc. ££u SSttfefrlife^^ h7x'j > 
20 ic «t o #1: tM^f Sutsiiife. 

25 <n»j3 &zru4 vxmmmmtnitm > 

*30#t&fc, >7^7^h7xU>Mmc:^Rg^^D7x^-y^*JgJgF«gfciS 
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^7j^»j-r§M^^-^* ? ^^fco 

« (n=4) , ^D7xt«^» (n=5) *;l^U >&M 30 

s<x *;PTU>ftjt6o^«T?"b***aivi«n«»**«B«)&n&. toll*,' 

15 

*H4©*M**-*?V h (651^) 16 2 #fc$Ht* -7jOS£ 

(n=8) tt»*affl«PPi!»»* (B*^l/TCE-2) > f&7j©S* (n=8) « 
CE-2 l:i%©7'>7^h7xU> L 8 Ifffltbfc. 8 iilMiii L fc«, 
20 £-£«te£itT:&> 5 50%X^ 7 -;i/£#S kg fefc D 5ml 

±o rffiifiu&iti rtBjfcL®^j rftftftj r^Miti rig&M&j &ftWL&. 

7 7 h l^^fcDOWWfflifiLiEici^ 7^b7x«J>fi4fc«kt) 87%fc« 
4>U£. 7yhfc&0OffiJfiLffi«fe> 7^h7xU>»T?79%^«^L 

25 W&. 3 7^hfe&0®m «itS^h7x'J^W 



19 



WO 03/061688 



PCT/JP03/00350 



7^h7iu> (lf) omn&Js-iz&zwm&o^tis - mmi&&* ^^u^<d 

5 MEBtt* JgOffiJEfcAS^ISEfc, Flexion test (W»fltf#tf LtMftfc* 
^SMfSSO**) , *<ktfU#£* (LPS) 3W*fcJ;atM h;*K 

LTffl&tt©ll!Jfi#&#«>fc. &&tfSS«* 0.5%CMC«l:«l, 10 10 

io t>b<ttiH2ia, 7z?^n>bmw3mmm*®®%L j 3-m (d ay o) ^e- 

O'&frZ 18 BWjtBa^bfc, Flexion test «U 7^a/t>hJM« 4 

H«*«k^ io HftfcMKbfc?? h©£$wi&£ io mmvmfw 

m 9 fctt, 0.5% CMC frmm 0.2 ml £«Pi9!#L-fcIEflf7y h (±g!) > 
15 0.5%CMC 0.2 ml S|Pg#Lfc7^aA> b&W? V h > & 

J:rf7^h7i'JX lOOmg/kg *»PJ9;#bfc7i?3.n>hfflfll7y h (T 

HI 10 fctt, *ffli:p (control) , LF 100 mg/kg £-0 1' HIMPiS#bfc# 
(100 mg/kg sid) 2 IMPISH Lfc» (100 mg/kg bid) > x^*^/ 

20 > 1 mg/kg 1 SfltJEftS^Lfci* (Dex lmg/kg sid) <D> 7^a/1> H 

mfiS^«k^7> J a.A*>'H*MS^n€n©Jii» (%) 0 11 

te> Flexion test O^^Sr^U^io 

25 ^TW*&teft£jSb£. EI 11 fczjtl/fc<k5l£> 7^h7i'J>©lP 
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MKttteffiSjKbfc**, Flexion test T«, 5* h 7x»J >a#»fctt-^*©« 

5 

h7x'J> (lOOmg/kg) ©igPiS:#* 7 BWffofc. fS**B 12A~C fcSSLfc. 

7 SStc*5ViT> 7* h7i'J >a#»tta>hD~;^icit^TJB©Jl 

10 JK^WSfcfiiiS^bTVifc. Flexion test fc£V>TfiJU 7^h7i'J> 

S^ten > hn-;H¥£it^T l 0 i£ DtttftKT S 
x*tf*UV> (lmg/kg) Ift-M&fcfcHTtt, 1 Bffc»&91&ft> 

ftTOLfc^ Flexion test T?tt7# h7i »J >&#«M-tt^©ffi««8&K:* 

^bfeo ~rtzt>-*>, y# h7x.v><DM?tmtkRj&*feffi'r%%imz, m 12c \z 

20 7^aA'>Mi^ 25 BSK:M«« 6 BSA (*7^]ftL?sf 

» Xtt LF (7^h7xU» £ i |§I&#U 3 ftMftfclgi&M 5 
Flexion test te«k 0???£Jt$c£«!l;£Lfc B Flexion test 0 30 ^hu{C^S 

si icsfeifccxif-f 0 13 \zm^**htcc 

25 

1 1. Jii@g-£HEiicfc(t&g&a-5(P»«<'£>'y 









II - 


Flexion test 3 B#ffflfit 


Flexion test 30 


1 

2 
3 


BSA> lOOmg/kg 
BSA> lOOmg/kg 
BSA> lOOmg/kg 


t^h^, 3 mg/kg 
^O^rVX 3 mg/kg 
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4 LF, 10 mg/kg £S:fe&7k 

5 LF, 100 mg/kg ^SI^tK 

6 LF, 100 mg/kg ;hD^y>, 3 mg/kg 



EI 13 fcjS'T.fc'Sfc, 7^h7i'J> 10~100mg/kg O^Hl^#lC^oTl3^ 

5 

<§H«J8 (7^h7iU>Of«) > 

lps umaz&ziM h*^><DM£tfiEigMmztk^T*imzmiia'rzz.£-tfi 

10 LPS h;*K>g££2ff- 357 h7x 

7i?3.n>vmmv v\z lps im g /k g ^ju^^^b, im h;M>g 

££$!l$tL& 0 gytlteU LPS 3 PtTOtfr^ 1M h#-f>teELISA&T 
$!l£Lfc 0 57 b7i'J>f@M (B C S*) ft, itBJT 

15 0.5%CMC 1 HI£n®#U §ISfc&#£ 19 B ^&W££:b-a:fco 57 

h7x'J> 19 Um&^m (EM) it. 7^aA>hlBB^S«B 1 HI, 57 
b7x'J>$10S4lfc, i?t 2 «ifc©x1ty>£> 0 14 
ft. 

20 a 2. gg^fefr 





A 


3%,CMC 




B 


5 7 h 7 x U > 100 mg/kg 




C 


7 7 h 7 x U > 10 mg/kg 




D 


X*lM-y-7>l mg/kg 


SjIil 30 ^M^Sij^CiSiP^ 


E 


5 7 b 7 x U > 100 mg/kg 


Mjfii3^Ktfr{ciSinia4 


F 


T*rD-*VJ> 1 mg/kg 
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£U 1 ®©lfi!-5-a& 150 mg (-H*fe0 450 mg) tlL lfSy^07 
xT-y^ «#tt-f ^n7x>ofi:^*S»tfc^ «a»«ofc««T?*«. iff 
* h 7 x U >J»»«feiS4- 1 iMB&K:, &#«7 7 h7x'J 2 
10 ^flt(:^MD^</5:D> gJBftP»ii#i&*Ufc. 

<^»J 10 <*ttK*fc#T*a*) > 

IIMtf 55 )1©J§44£ 42 ^©^7>r^7^> ^L^h7iU> 
Mi (SJMU) SftflRLfc. S-SSfi-B&fcD 450 mgTWfc8»«b 

i5 xticMifc. &tt#57>5V7fci\ 5 aa^e>, j§tt#7>7V7 
B3+H*eviTn^-^©¥3&«w«ko±* ? 6^^ 52 a, 45 wtmtiz 48 

20 tt#7>x-f 75^4*7^ h7xU>»»te OKififlU) £F*lI&bfco trvfttfc, 

25 <^»J12 (^;Wfc*£©^f?MB©Jfct£) > 

■7~>7^ h7xU>*5J:tf*&ift*#k h7i'J XCctS^^^^P 

6 ®<fr 7.^—^7^ (n=6~8) fc, 7y WtyF 

. fctfUUT I) 5 30#MK:, 7y7^h7xiJ> (bLF) 0.1-100//. 
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g/rat, iM#kh7^h7i'J> (rhLF) 100 U g/rat S Tz te* 
(Mor) 10 U g/rat (intrathecal application) bfco ftX£E9 16 Kl, 

<H»Ji3 (*;pt*©«*^©*«) > 

H»J 13 <h|i?}tCD7j&T, ^Pt* l~10,000ng/rat S^^f h7x'J> 
10 lOOng/rat <h|i?IR#£ (■) , **V>»3MSn? (•) 77b7xU>t<): 

mi6frt>wt>fri£&5\z. 7^h7x'j>©t4ii ^jui*©***^* 

SS-ffi* £tf£-ffiK:*5V>T# io~ioo ftfiUifcttl&L 5 3 £ tifitofr-o £„ 

15 

<$tttt 14> 

->7^b7x'J >#t&£ffl ^5 ELISA 9 Slj£b&. 

20 [ELISAfe CJ;5 77h7xU>M] 

1. 96^¥J£T-r i7ny^-b (NUNCftM) £0.05M££&ffij|£ (pH9.6) T? 
5000 (2 At g/ml) L TciKV ->7^h7x'J >ia#: (Goat, anti-bovine LF 
affinity purified, Bethyl Lab.ftSD £l00#l/wellAtU 4*CT?- MiP £ 

2. :7>-h£0.05%Tween20-'J>mMffi$ (PBS) KlT30ifc#bfc. 7ny 
25 *>#MtLT* 1.3%if7^>#WPBS2r300^1An, SfiTfSO^M^ 

h Ltzo 

3. h& 0.05%Tween20-PBS td T 3 lal ifc & L , 0.05%Tween20 , 0.5M 
N&Cl&£Zfl%Vi>'filLmT)l'7$> (BSA) Sr-^tfPBS (UTF, NB-PBS) KT 

%>®.istcx*>y-F&2>\,m-v->7)i*ioou i/weu xn, 4t: asm m% m £ 
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4. -fV- h^0.05%Tween20-PBStT3lEl^#b, NB-PBSlCT 1,000^ \Z%i 

h7xU (Rabbit, anti-bovine LF, IgG grade, 

ftfi) £100 Ml/well A tU 4lCT8l^raR«$ii:fc. 
5 5. yi/-h£0.05%Tween20-PBS^T3ll^^L, NB-PBSfcTS.OOOtefcfc 
Rl/fc^;i/**^^--K««tt^1J-*IgGtt# (Goat, anti-rabbit IgG, 
American Quail International^) £l00#l/wellAn, 4 < CT8l«£jS£-fr 

fee 

6. h£O,O5%Tween2O-PBSlCT30t5fe^bfec SIMtbT 
10 U >KifiSifSK:jS#bfc2,2-azino-bis (3-ethyl-benzothiazoline-6-sulfonic 

acid) Diammonium salt (1.18mM, ~%WiM&M) £100m l/wellA*U 37*0 
TlB#^SJS$itfe. 

7. T-f^nyi/— Ml— ^- (Sunrise Series, Type Classic, ^>^W \Z 
X, 405nm ©«g£«U 7^>^- HtMLfctiiiia 0 7i? 

15 h7xU>*«**fcHbfc. 

#fi 60kg ©Htl:7^h7i'J >JMtt (MM 5) £ 18 ft (900mg / 
60kg=15mg/kg) *S#Ufc<h^5. 4hr »<J:^ 8hr ^«^bfcJfiL^t'«> 
7^h7x'J>W$nfc (H17A) . 

Tfcfe^ 7:00 fcSBfcSS^fc^ 9:30 ^L/W(C7^ f 7i U >® J *Htl<DJkm 
ML (Pre1t>y;U) , 9:30lC7^h7xU>»»tt (MM 4) 

13:30 £<fctf 17:30 fcjf[L?£$#Lfc (^ft^tU 4hr &cfctf 8hr tf>:7» 
(H17B) . 
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it & (D $& m 

15 4. |f^l~3©ViTtll3SlC|Bit$nfe«tl'efeoT : 

20 *-r§ 

25 

^7?»#1-<5SS!l*^^t"r*&«iT3-5 t >f >^bT&&, ft^«l~4© 



26 



WO 03/061688 



PCT/JP03/00350 



7. f HM$&9$J0.1mg~£J50,000mg, Sf * U < te&J0.5mg~#?J10,00 

»«fcDSWSn*^*<t , b-'0©^S*fctt!Kffi&MB > r*fc»©ESI©»ji 
M^©x#-^«fee^tlffi*S^trii0^*fctt#S^te©«ftC^a^ 

-«©«f**j:^ii=«©*f*«^rtm*, tttfte#fe&>&fc*8£t>a&sn 

20 s^<tt>-o©***fcttttt8*ffl«'r*fc»©E*©«jSK:*Jts, 

11. IL-10 ££©«§#* «fctf/*fc« TNF-ag£©#fflfc± Dtt#£n*£ft 

*fc»«j8*«i«-rsfcje>©Eig©aijeiK:*^*, 7^h7i'j>©t^t 

25 ItOlffi, 

12. EXd* : 
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5 

13. E0£#. »&te»3d©JBIgT?il>S* ffit#Jg9~i2©v>1*tta>iEfcfatt©& 

ffi o 

9~120V*T*l*UJBtelBfc©&Jti. 

15. EXtf, #J&^*-BSfc0lKl0.1ing^«Sl50,000mg, ff*b< tt*SJ0.5mg 
~3§10,000mg^ ftfc#£b<&mOmg~^,OO0mg&^T3fc&©, fif&E 

15 9~14©Vifn^l^(C|2ic©^. 

16. mmtfi* KTft*trxsKi«kD#5n5s, tfr*»u srsbru tean* 

20 3fStc:<kDS^«iSffi» ! KSiT?3fiffi^Sb, 3fcv>T/£8!§&&-£©:*:#£©tt 
tfcttfcSfcttWttfcb ; ^bT 

17. 7^h7x'J>5«M^5> *-«0***J:tf*:i*0*#S* 
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5 19. 7* h7xU >£^$/&#£LTfflV>5, IL-10jfe£©gt&:fc«fctf/*fc« 

15 2i. mm&wanmmvbz. »*a2ofcia«©3Er«. 

«f20CfEm©#&. 

20 

23. W3»j£#£-BSifcD$0.1mgH850,OOOmg, Sf £L< tti^0.5mg~^10,0 
00mg2\ Sfe^*U<«^J10mg~^2 ) 000mg^#-r§, ff^3S21fc|3^©^ 

25 24. WS&^*-HSfct)#50.1mg~*550,OOOmg, £F£ b < ttJ80.5mg~*9l0,0 
00mg£\ ft^$f*b<«^10mg~m,000mg^#-r§x W^3S22il|2®©^ 
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26. KTS^trigfc^im&ns*, SS&Sk ft 

*»ia^j:^BaifcbTW«*n*ainffl*«^ttiiT?a'&b ; 

15 

29. ^;pt^t#ffl$n*» tt^9~ii©^*rndn«fciBm©Me^j*. 
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